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Outline of presentation

• Short overview of “my road to becoming a clinical trial 

investigator”

• Overview of investigator responsibilities in conducting 

industry sponsored clinical trials

• Role in trial design, conduct, analysis and reporting

• Examples of influencing / not able to influence clinical 

trials



Rundu, Kavango region



Rundu Hospital 
paediatric ward



Clinical research in Rundu: Onyalai

• Prof Peter Hesseling invited me to partake  in an 

intervention study in children with onyalai

• Variant of immune thrombocytopenic 

purpura; ITP) 

• Clinical hallmarks include: 

• Haemorrhagic bullae on the mucosa of the 

oronasopharynx

• Haemorrhage from ruptured bullae

• Epistaxis or gastrointestinal bleeding

• Shock and death

• Between 1981-1988 of 51 263 admissions to 

Rundu Hospital, 612 cases of onyalai (1.19%)



Clinical research in Rundu: Onyalai

• Standard-dose prednisolone does not increase the platelet count

• Splenectomy is indicated in patients with uncontrollable haemorrhage

• We undertook an observational study on the treatment of onyalai

• High-dose intravenous Sandoglobulin at dose of 0.67 g/kg daily on 

three successive days. 

• 4 patients, actively bleeding, mean platelet count of 6 x 109/litre 

were enrolled

• Clinical bleeding ceased within three days

• All patients responded with a rise in the platelet count, which peaked 

at 19–21 days

• No side effect was recorded 

Hesseling P. Trans R Soc Trop Med Hyg 1991;85(1):131–2.



Cambridge



Serial 111 Indium-labelled autologous leucocyte scans, showing

a Abnormal paranasal uptake, and b GFR measurements in patient 3. 
Note normalization of leucocyte distribution to spleen and liver after anti-CD52 mcAb treatment 
(May 1994) and concomitant improvement in GFR. 

Lockwood et al. QJM 1996;89:903-12 



Alemtuzumab (anti-CD52 mcAb)

• Alemtuzumab has been marketed as 

Campath®, Campath-1H® and Lemtrada®

• It has been licensed for the treatment of:

o Chronic lymphocytic leukaemia (CLL)

o Cutaneous T-cell lymphoma

o T-cell lymphoma 

o Multiple sclerosis 

• It is currently not registered for the treatment 

of SLE or ANCA-associated vasculitis



• WMRC established in 2009

• Clinical research unit of Winelands 

Rheumatology Centre and IOR

• Adjacent to the Stellenbosch Mediclinic

Hospital, which will become Winelands 

Orthopaedic Hospital

• Collaborates closely with Divisions of 

Rheumatology of GSH/UCT and TBH/SU





WMRC 2009

• Merck 27646- April - A randomised, double-blind, placebo-

controlled, multicentre prospective dose-finding Phase II/III study 

with atacicept given subcutaneously to subjects having recently 

experienced a flare of systemic lupus erythematosus (SLE)

• Roche WA19926 - Function - A multi-center, randomized, double-blind, parallel 

group study of the safety, disease remission and prevention of structural joint 

damage during treatment with tocilizumab (TCZ), as a monotherapy and in 

combination with methotrexate (MTX), versus methotrexate in patients with 

early, moderate to severe rheumatoid arthritis.

• Roche WA22762  Summacta - A randomized, double-blind, parallel group study 

of the safety and efficacy of 162 mg qwTCZ SC versus TCZ IV and 162 mg 

q2w SC TCZ versus placebo, in combination with non-biological disease modifying 

anti-rheumatic drugs (DMARDs), in patients with moderate to severe active 

rheumatoid arthritis.



WMRC 2012

• Protocol RDEA594-302 – Clear: A phase 3 Randomized, Double 

Blind, multicenter, placebo-controlled, combination study to 

evaluate the efficacy and safety of Lesinurad and Allopurinol 

compared to Allopurinol alone in subjects with Gout who have 

had an inadequate hypouricemic response to standard of care 

Allopurinol

• RDEA594-303 Light:  A phase 3 randomised, double blind, 

mutlicentre, placebo controlled study to assess the efficacy and 

safety of Lesinurad Monotherapy compared to Placebo in 

Subjects with Gout and an Intolerance of Contraindication 

to Xanthine Oxidase Inhibitor



WMRC 2014

• EMR700461-023  Address:  Phase IIb, Multi-Center, Randomized, 

Double-Blind, Placebo-Controlled, Multidose, 24-Week Study to 

Evaluate the Efficacy and Safety of Atacicept in Subjects with SLE

• Medpace - CHS-0214-02 Coherus 302 : A Double - Blind, Randomized, Parallel - Group, Active 

- Control Study to Compare the Efficacy and Safety of CHS-0214 DP Versus Enbrel® in 

Subjects With RA and Inadequate Response to Treatment With Methotrexate 

• Coherus 304 PsA Protocol CHS-0214-04: A Double-Blind, Randomized, Parallel-Group, Active-

Control Study to Compare the Efficacy and Safety of CHS-0214 Versus Enbrel® in Subjects With 

Chronic Plaque Psoriasis.

• Medpace CHS 0214-05 Coherus 305: An Open-Label Safety Extension Study (OLSES) 

Evaluating the Long term Safety and Durability of Response of CHS 0214)











• A clinical investigator’s primary responsibility is to 

conduct research that contributes to generalisable

knowledge while protecting the rights and welfare of 

human participants.1

Responsibilities of Clinical Investigators

1 . International Conference on Harmonisation, Good Clinical Practice (ICH GCP).



• CIs face challenges during the conduct of clinical trials that 

are distinctly different from those encountered during the 

routine practice of medicine.

• Many of these challenges stem from regulatory 

requirements, the Guidelines for Good Clinical Practice 

(GCP) and the rigorous nature of clinical trials.

• When conducting a clinical trial, it is important that clinical 

investigators successfully meet all research expectations.

Responsibilities of Clinical Investigators



Investigator responsibilities throughout 

the life of a study

IRB = institutional review board 

CRF = case report form 

AE = adverse event 

SAE = severe adverse events



• CIs must be diligent throughout the conduct of a clinical trial

• Designing the protocol

• Deciding which trials to conduct

• During the performance of the study,

• After conclusion of the study

• Multiple regulatory safeguards designed to ensure the ethical 

conduct of research

• CI’s responsibility to make certain that the research is fair and 

equitable to study participants.

Conducting research in ethical manner



• Ethical dilemma can arise when the control arm of a trial does not 
correlate with the standard treatment (standard of care) typically 
prescribed by the physician

• Post-trial access to treatment by patients participating in a clinical 
trial 

• Clinical trials are the mainstay for bringing out newer and better 
drugs 

• Patient receives access to the newer drugs/therapies

• Pharmaceutical companies may benefit finically from patient’s 
participation – sometimes very significantly

• Provision of post-trial access to treatment should keep into 
consideration the compassionate use of drugs on humanitarian 
grounds, especially in cases of trial drugs that have offered 
significant benefit to the trial participants and whose termination 
would lead to deterioration in patient's overall condition

Aspects of ethical research 



• Post-trial access to treatment:  

• Drugs tested in clinical trials not always registered in 

country where studies are conducted 

• In the present era of personalised medicine, the 

incorporation of genetic testing into clinical practice 

further authenticates the rationale of compassionate use 

of drugs and post-trial access to treatment.

Aspects of ethical research 



• Process that extends beyond a patient simply signing a consent form

• Participants must be fully informed about the study they are being offered. 

• Should be given the opportunity to learn about the research study and have 
all their questions answered. 

• Must make informed choices with regard to how they will be treated and 
what interventions they will participate in

• Should be informed about the risks; anticipated benefits; and any alternative 
treatment options they have, 

• An appropriate informed consent process needs to be conducted by a 
qualified individual who understands the clinical trial protocol and has 
knowledge about the potential benefits and adverse effects of the 
therapeutic agent under investigation.

Informed consent



• If RCT, potential participants should be alert to the concept of randomisation.

• Must be informed about the treatment that will be given to individuals who 

are randomly assigned to the control arm of the trial.

• Should be told that neither they nor their provider can control which arm of 

the trial they are randomised to / concept of “blinding”

• IC document is a record of what was discussed during the IC process.

• IC document needs to be approved by an institutional review board before the 

initiation of a study

• Should be written at a reading level and in language that is appropriate for

participants.

Informed consent



• Investigators are responsible for supervising the proper 

handling, administration, storage, and destruction of 

investigational agents = drug accountability 

• Tasks can be delegated to an appropriately qualified 

individual, the investigator maintains ultimate responsibility. 

• Pharmacist needs to receive training specific to the 

responsibilities associated with the disposition and use of 

investigational agents. 

• These responsibilities differ greatly from those associated 

with standard practice and are important for promoting 

patient safety and the collection of quality research data.

Oversight of Investigational Agents



• Begins as soon as the investigational agent is ordered. 

• Individual who receives the shipment needs to document the 

quantity of the agent that was received on the drug 

accountability record form.

• Beyond completing the standard documentation 

requirements on the form, staff should be aware of any 

protocol-specific recordkeeping requirements. 

• For example some agents are shipped with a temperature-

monitoring device, requiring that staff record whether the 

agent was  maintained  within  the  proper  temperature  

range throughout shipment.

Oversight of Investigational Agents



• Careful recording of preparation and use of the investigational agent. 

• Documentation is needed regarding which individual calculated the 

dose to be administered, prepared the agent for use, and administered 

the agent

• All verifications that occurred throughout process should be 

documented

• Amount of agent that is dispensed needs to be recorded 

• Any agent that remains after completion of the trial should be shipped 

back to the trial sponsor or destroyed. 

• Drug accountability ensures safe and proper use of investigational 

agents

• Important component of audits conducted by the FDA / sponsor.

Oversight of Investigational Agents



• Serious, unanticipated adverse events need be reported to both 

the institutional review board and sponsor within a short 

timeframe. 

• Research sites should have a standard operating procedure (SOP) 

to help maintain consistent adverse event reporting and helpful 

when determining which events need to be reported

• SOPs are not required by FDA, but they are usually asked for at 

site audits 

• SOPs are very helpful in maintaining consistent processes at the 

site and are a useful resource when training new research staff. 

Use of SOPs for AE Reporting



• Maintaining accurate records is critically important

• All collected data need to match information found in source 

documents, such as a pathology report or the patient’s 

medical record. 

• Protocol deviations must be well documented. 

• A situation that occurs today may not be reviewed or 

questioned until months or years in the future. 

• It is nearly impossible to recall particular study conduct 

events during an audit unless they have been well 

documented.

Maintaining Accurate Records



• When a protocol deviation occurs, the site should document 

the event on a deviation log

• Develop a corrective action plan that clearly describes how 

similar events will be prevented in the future. 

• Corrective action plan becomes a source document. 

• Research staff might also use this corrective action plan to 

guide the development of a new SOP to prevent similar 

deviations in the future.

Protocol deviations



• PI is permitted to delegate tasks associated with data 

collection and documentation to a qualified individual. 

• PI is responsible that this individual will appropriately 

conduct the tasks being delegated. 

• Helpful tool is a delegation log, which is a signed record of 

which study tasks have been assigned to which individual

• PI needs to be available to staff to answer questions and 

make decisions.

Delegation of duties



• Holding routine meetings is an important way to ensure effective 

communication among study team members

• Opportunity to raise concerns and document any action that was 

taken in response to those concerns. 

• Frequency of the meetings may vary on the basis of trial 

complexity and the number of individuals enrolling onto the trial. 

• Routine meetings are a good opportunity for the PI to review and 

sign off on any documentation such as adverse events that are not 

serious or unanticipated (serious, unanticipated adverse events must 

be addressed immediately at the time of the event).

• To ensure the most efficient use of in-person meetings, the 

research team should develop a meeting agenda. 

Regular research staff meetings 



Agenda for 28.01.2019





• Dr Holger Wellmann, Director of Helderberg Clinical Trials Centre 

(now Synexus Helderberg Clinical Research Centre):

• My perception is that the sponsors as a rule were dogmatically 

unswayable with conduct of trials, often to their peril!

• Reasons

• Investigators involvement only starts once all aspects of a trial 

have already been concluded

• Trials are designed to maximise any potential positive outcome, so 

not necessarily focusing on academic questions but rather 

potential lucrative outcomes

• South Africa is a very minor player

Investigator influence on clinical trials



• Dr Holger Wellmann, Director of Helderberg Clinical Trials Centre 

(now Synexus Helderberg Clinical Research Centre):

• I can’t think of many solutions except to develop strong relationships 

with sponsors and communicate early with them about upcoming 

trials

• This would only happen if one has academic standing and extensive 

trial experience

Investigator influence on clinical trials



• Often approached in terms of feasibility of conducting clinical trials in 

South Africa, for example clinical trials in patients with 

• Sjogren’s disease

• Dermatomyositis / Polymyositis

• Scleroderma / scleroderma lung disease

• ANCA-associated vasculitis

• Idiopathic pulmonary fibrosis

Investigator influence on clinical trials



• Conduct of clinical trials

• Recruitment strategies

• Informed consent form

• Translations - which South African languages

• Simplified version

• Ethics of placebo-controlled trials.

• Duration of trials

• Post trial access / compassionate drug supply

Investigator influence on clinical trials



• Use of oral steroids in lupus studies

• Many discussions 

• Have seen significant changes for fixed high dose mandatory treatment 

to patient withdrawal if more than 10 mg po prednisone is needed

• Some influence on TB testing and treatment of latent TB infection

• Clinical determination

• Tuberculin skin test (PPD)

• IGRA: QuantiFERON-TB Gold / T-SPOT.TB

• Chest radiograph

• Treatment of latent TB infection

Investigator influence on clinical trials





• Influence on analysis 

• Little influence 

• Have potentially had influence on the clinical programme involving 

Atacicept

• 150 mg Atacicept arm was stopped prematurely

• Primary and secondary endpoints not statistically significant

Investigator influence on clinical trials



• Have potentially had influence on the clinical programme involving Atacicept

• In the APRIL study the 150 mg Atacicept arm was stopped prematurely 

• Primary and secondary endpoints not reached 

• In small number of patients with high disease activity we observed 

significant improvement

Investigator influence on clinical trials





Biologic therapies tested in patients with SLE



WMRC 2014

• EMR700461-023  Address II:  Phase IIb, Multi-Center, 

Randomized, Double-Blind, Placebo-Controlled, Multidose, 24-Week 

Study to Evaluate the Efficacy and Safety of Atacicept in Subjects 

with SLE



EMR700461-023  Address II





Lesinurad studies

• RDEA594-302 – Clear: A phase 3 Randomized, Double Blind, 

multicenter, placebo-controlled, combination study to evaluate the 

efficacy and safety of Lesinurad and Allopurinol compared to 

Allopurinol alone in subjects with Gout who have had an 

inadequate hypouricemic response to standard of care 

Allopurinol

• RDEA594-303 Light:  A phase 3 randomised, double blind, 

mutlicentre, placebo controlled study to assess the efficacy and 

safety of Lesinurad Monotherapy compared to Placebo in 

Subjects with Gout and an Intolerance of Contraindication 

to Xanthine Oxidase Inhibitor



Serendipity at its best





RDEA594-303 Light



RDEA594-303 Light





Lesinurad

• Inhibits the urate transporter, URAT1, which is responsible for the majority 

of the renal reabsorption of uric acid.

• Annalie Skein was the study coordinator:

“I do recall that you specifically expressed your concern to the 

Sponsor about Lesinurad as a monotherapy and not having a gradual 

dosing increase – and you were right, because in the end the 

monotherapy study (Light) was stopped prematurely. Some of our 

patients ended up in hospital with renal issues and these could 

probably have been prevented”. 



Lesinurad

• Despite South Africa contributing second most research 

participants (after USA) Lesinurad (Zurampic®) and 

Lesinurad/Allopurinol combination (Duzallo®) are still not 

registered in SA. 



Conclusions

• It is (most of the time) wonderful to be a 

clinical investigator in South Africa

• CIs have some influence on site 

selection and the way studies are 

conducted  

• CIs have relatively little influence on 

analysis and reporting of studies



THANK YOU


